unit to form a pocket for the substrate Rho GTPase, and
unit to form a pocket for the substrate Rho GTPase, and in activity, determine the direction of axonal extension.
In Harmony at Last: Genetics and Biochemistry
The recent completion of the sequence of the fly genome promises to facilitate the identification of mutant genes uncovered in genetic screens for axon guidance molecules. As a result, the list of signaling molecules required for axon guidance is sure to grow. The challenge for geneticists in the future will be to construct signaling pathways from analysis of axon guidance phenotypes, given the variety of signaling molecules whose loss results in similar phenotypes. For instance, genetic perturbation of Trio, Abl, Rac, Ena, and profilin all result in overlapping phenotypes in the ventral nerve cord and the motor axon projection. Knowledge of the biochemical activities of molecules implicated in axon guidance will be helpful for understanding how these molecules function within signaling pathways in the context of neuronal development. In recent years, biologists have developed a detailed understanding of how Rho GTPases and various actin binding proteins modulate actin dynamics, and have established cellular and in vitro systems for studying them. Indeed, this knowledge has already been used in the current set of studies to arrive at a more complete understanding of Trio function. Now that it is possible to study actin regulation in multiple in vivo and in vitro systems, biologists can begin to fill in the missing links that surround Trio in the network of molecular interactions that make up axon guidance.
